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..: BAH represents about 300 companies marketing medicinal products mainly in the 
..: . . field of self-medication. Among these medicinal products there is a large part of 

.i:1, products of herbal origin which are authorized as herbal medicinal products. From the /a 
regulatory point of view herbal medicinal products are fully regarded as medicinal 

.- products under the German Medicines Law. Before gaining access to the market, 
approval by the Federal Institute of Drugs and Medical Devices (BfArM) is required; 
application for pre-marketing approval consists of adequate proof of quality, safety 
and efficacy. According to the European Directives, the requirements for the proof of 
safety and efficacy can be fulfilled by a bibliographic application in case of 
substances or preparations with a well-established medicinal use. Herbal medicinal 
products have a market share of almost 30 % of the German market of non- 
prescription bound medicinal products. 

- 
BAH in principle appreciates the new guidance document on botanical drug products 

: : issued by FDA. It is important that experience gained with products already marketed . . 
as dietary supplements is taken into consideration, as well as marketing experience 
from foreign countries. We are however of the opinion that in some respect it has not ‘. 

: ’ been made sufficiently clear in this document how documented foreign marketing 
experience can be utilized in order to reduce the amount of 
pharmacological/toxicological and clinical data to be submitted. In detail, our 

.( comments are listed as follows: 
..%\.. .^ 

._. i 1. IND Information for Different Categories of Botanicals (V1.A) : , 

.’ According to information provided in the second paragraph, for botanical products 
- previously not being marketed in the United States certain additional information on 

safety should be provided. In this respect we regard it as useful to include a 
j, statement that foreign marketing experience can be taken into consideration. This 

would imply that, as stated in the next paragraph of the draft, additional information 
should only be submitted if the product has not been marketed anywhere. 

2. Basic Format for INDs (V1.B) 

The section on the protocol (5.) states that in general clinical evaluation of botanical 
drug products for safety and effectiveness “does not differ significantly from 
evaluation of synthetic or highly purified drugs”. From our point of view, this 
statement is much too strong and does not take well-known substances into 
consideration for which e.g. non-interventional trials (the so-called “Anwendungs- 
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beobachtungen” according to section 67 para 6 of the German Medicines Law) are 
available. we therefore suggest that such data should be taken into account. 

Point 7 of the basic format for INDs contains requirements for content and format for 
pharmacological and toxicological information. We appreciate in principle that 
traditional herbal medicines or currently marketed botanical products may require 
less preclinical information. We also agree that a product which is not currently 
lawfully marketed in the United States (but elsewhere) may have sufficient 
information to support clinical studies without standard preclinical testing. For this 
reason we propose to include a statement that in this respect foreign marketing 
experience (outside the United States) should be taken into consideration. 

Furthermore it is stated in this paragraph that “after initial clinical’ studies, further 
pharmacology and toxicology studies of a botanical drug would generally be needed 
prior to later phases of clinical developments and prior to approval for marketing”. In 
this respect, we would like to suggest to take into consideration that in case of 
existing foreign marketing experience, e.g. when a marketing authorization has been 
granted in a Member State of the European Union according to the European 
Directives, further pharmacological and toxicological studies should not be required. 
Reference is made to a proposal “Non-clinical testing of herbal drug preparations 
with long-term marketing experience” prepared by the Working Group on Herbal 
Medicinal Products of the European Agency for the Evaluation of Medicines (EMEA). 
This guidance states that where there is sufficient experience available in humans, 
several tests such as single-dose and repeated-dose toxicity, immunotoxicity, local 
tolerance testing etc. are not required. The expert report however must address 
these aspects and give the grounds why the documented medical experience 
justifies a safe use of the product. 

INDs for Phase 1 and Phase 2 clinical studies of lawfully marketed 
botanical products (VII.) 

t Description of the product (Vll.A.3) 

In this paragraph information about the nature and the extent of the current 
worldwide use is required. We appreciate that in this respect market data from 
foreign countries outside the United States can be taken into consideration. We are 
however wondering which are the consequences on the requirements for 
pharmacological and toxicological testing. 

t Chemistrv, Manufacturinn and Control (Vll.B.31 

This paragraph demonstrates how the active component of the product should be 
declared, e.g., Senna leaf extract (I:8 powdered aqueous extract) 250 mg. 

From our point of view, Senna leaf extract is not a good example for this kind of 
declaration. Senna belongs to the very few cases of medicinal plants where 
constituents with known therapeutic activity are known, in this case 
hydroxyanthraquinone derivates (which are calculated as sennoside B according to 
the European Pharmacopoeia). 

2 
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For this reason we would like to propose that in case constituents with known ,’ -I .j;;li;$;.~,: i “1 ‘+@~,;‘;” ‘, 
r ,,.” / .q:,y ‘r ,+.;@$,.. ,a’; 7 therapeutic activity are known, e.g. Senna, the herbal drug preparation should be 
.~~~$$+g~* 

;.:;Jg$gg4 standardized to a certain amount of these substances. This is in accordance with the I )I * ..A+,.,?. y. ..‘< :. :,yq $:yn “a II *‘ ;‘ ii?“i’-:+ -- ‘“‘:yp;$jtJ European Guideline “Quali’ty of Herbal Remedies” (November 1988) as revised by 
,$y$$ the EMEA Working Group on Herbal Medicinal Products in 1998. 

r...‘~;>..p~~+e*,l ‘. i.‘-::;-J i., .,, . . ;.;;+ .*y si +q .T Labellino (Vll.B.5) 
;,:I : * :‘,,: ,,., 

.: ,i ,;*,?i Furthermore, for the labelling a statement “Caution: New Drug” is required. From our 
,,..) $ point of view, this statement is not considered appropriate because in case of lawfully 

-. *,.: .:_: s:i. I .) ~ -,.., ‘.R.?j marketed herbal products, the herbal preparation is already well-known and accepted 
_( :- ,.., .,,:. ‘!.;i ‘)., :’ ; 2, g*$.$*. ,73yy> ,. ’ ‘;>,:z”.&.t a$,$ by the consumers. :. $,‘? ,,p*.:,. . 

..“. _/ 
,,*. .,,. ! PharmacoIogv/ToxicoIonv Information (Vl1.C) L L) 

Concerning pharmacology/toxicology information of foreign-marketed botanical 
products the sponsor should “provide data that the support safe human use...“. From 
our point of view, there should no further pharmacological/toxicological data be 
required if the product is already authorized as a drug in a Member State of the 
European Union, i.e. safety has been proven by appropriate means according to the 
European Directives on marketing authorization. 

: Bioavailabilitv (VI1.D) 

In terms of bioavailability, the blood levels of known active ingredients should be 
monitored. As stated above, in most cases constituents with known therapeutic 
activity are not known (except very few cases). For this reason blood levels cannot 
be determined. It is not useful to determine marker substances which have nothing to 
do with a therapeutic activity but only represent analytical means. 

: Clinical Considerations (VI1.E) 

Regarding clinical considerations we do not support the statement that uncontrolled ,, . I. 
observations are unlikely to be useful. As stated above, non-interventional trials (e.g. 
the so-calied “Anwendungsbeobachtungen” according to section 67 para 6 of the 
German Medicines Law) can be used to support safety and efficacy. 

4. INDs for Phase 1 and Phase 2 Clinical Studies of Nonmarketed Botanical 
Products (VIII.) 

In terms of bioavailability, the same applies as stated under 3. for legally marketed 
products. 

5. IN& for Phase 3 Clinical Studies of All botanical Products (IX.) 

my Preclinical Safetv Assessment (1X.C) 

It is stated that “a botanical product submitted for approval for marketing as a drug 
will be treated like any other new drug under development. Previous human 
experience may be insufficient to demonstrate safety of a ,botanical product, 
especially when it is indicated for chronic therapy.” From our point of view this 
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statement is not adequate for products already marketed. We therefore strongly 
_” i”z>?“.ny+ &: .““‘;,&&~~ recommend to differentiate between marketed products and non-marketed products 
Y >, pr~e<*L,t,, ., ,@hyp~;~~&v 1 ‘ * -L?;+ “:,-& r@?j ‘;-: I r;>*q ,+$&+J+. within this chapter. Such a differentiation, whether marketing experience already 

““!:$&+~#$$ 
-I~~~~~~ 

exists or not, is in accordance with the above mentioned guidance “Non-clinical 
testing of herbal drug preparations with long-term marketing experience” of the 

‘, ,y.,. ,,“,.. ,,,.,” .; ,: u.d;; ;‘d!;a 1 EMEA (1998). Furthermore we recommend to include a statement that foreign 
~:~,~~$Aj~~ 
-;“;,,,+$ i, .: marketing experience outside the United States should be taken into consideration. 

_ * “‘,.-<&1, :D ‘“,“;&;:, ( 7 ~,“ji~*?& ,) .p*;; .zy i , iv\< ? :j 
,. 3. +&.&# 

.* Clinical considerations (1X.E) 

/ :,.2 j. &$&k$~ I x;;-p..~*~*q > ..-.>~,g~~~ The same applies for clinical considerations (chapter E), in particular for the ~~:‘;~, ~,&2j~.$,.,~ L,’ ,<<$&+>y$’ _ ; +&&?&f statement that “expanded studies of botanical products have the same purposes as 
,1 ) 11 ii;.‘“: j .z+$a;r->~~ ~..::,‘,*:+ expanded studies of synthetic drugs, including further evaluation of dose-response 
/ i-f; ‘Qpz <“, : . 1 .,d _. ~ ,...y,~A,q”.,: for favorable and unfavorable effects and evaluation of long-term effectiveness, , l’,.G I- ,.,, .5 : “,+ ‘” :: ,,‘,,. .; different populations, different stages/severity of disease and drug-drug interactions.” -. ,(’ 

. .,[ We are of the opinion that also in case of clinical considerations the established use 
‘, I -; of a product e.g. as a dietary supplement as well as foreign marketing experience 

. e.g. from Member States of the European Union have to be taken into consideration 

_- i,.:- :i resulting in reduced requirements for the submission of data. 

October 5, 2000/St/la 
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Note for Guidance “Quality of Herbal Metlicinnf Producfs” (July 1998) 

i,,‘Y__ .1 ;~:,~~~~,:~.;‘-~ _ ?%c^ %, 1 h 
...,-~;<;,i$g;; 

1 

Note for Guidance concerning the application of Part 2 of the Annes to Directive j’j/3lg/E~c, as 

‘/ < $g&;+ amended. The special problems of herbal medicinal products and the differences bebveen me&&al 
:.‘iFf~g;E$j 

?, .cT>c2j 
products containing chemically defined active substances are described in this Note for Guidance”‘. 

,.. &A * .T> ., 1 . . .p*,>p; &.,*fiy ..,, p;?:; 10 .i *cl r :+p TJtis Note for Guidance slro~ld be read in conjunction with the Annex 7 “Manufacture of Herbal 
,..%a I ,.. .,:il c “* 
,+- ,‘?i<>i .Medicinal, Products” of Good Manufacturing Practice (GMP) for medicinal products; GMP -.. _‘, “.Z 

I‘ f ‘! p;j; $ recokmendations should be respected. 
,.‘A;,.+~., ,- ; * I_ ‘,’ 

“4 ;.; ,;%: ,j i .r_ ). ,+, Consistent quality for products of Jzerbal origin can only be assured if the starting materials are 
: ,,~:;,x !: 5 .?,.;i;.;ti.“’ Y “, .:i::q defined in a, rigorous and detailed manner including especially the specific botanical identification of 
.- ., ‘.>7,” < /’ .” .“.r?$ ,, ., +&~~ 

, :, ,y+J 
the plant material used. It is also important to know the geographical source and the conditions under 

- ‘which the herbal drug is obtained to ensure material of consistent quality. 
/y 
,. : ,, . . 

.i “.[;,,:i Reference substances used in the control of all stages of the manufacturing process should be 
,:_, specified. 

_. . ? ; ,.,. 
:y ,.:, 

i- A. @J.~LITATIVE AND QUANTITATIVE PARTICULARS OF THE .icTzl E SL'B~T.-I.WE(S) OF.4 HEm4L 
JfEDZCZX-lL PRODL%T 

I ,~ .,. ., I 
1) In the case. of a herbal drug or of a herbal drug preparation consisting of reduced, comminuted 

or powdered herbal drugs 

L. 
either 

or 

(i) the native quantity of a herbal druz or of a herbal drug preparation shall be stated if 
constituents with known therapeutic actisity are unknown 
(ii) the native quantic of a herbal drug or of a herbal drugpreparation shall be given as 
a range corresponding to a defined quantity of constituents with known therapeutic 
activity. 

'. 9 -4ctive substance 

Name Ouantitv “*I 
Valerianae radis 900 mg 

‘:‘- : t. --. . . 
._ “ii.. Other substance(s) 

IVame 
-i . . . 

ii) A6.e substance . 

Name 
Sennae folium 

Quantih 
415-500 mg, corresponding to 12.5 mg of 
hydrosyanthracene glycosides, calculated as Sennoside B. 

Other substoncefi 
Name 
. . . 

I-’ In this Note for Guidance. the sequence used is designed to relate directly to Part 2 of the Annes to Directi1.e 
7313 1 UEEC. as amended. 

‘**’ The quctntity in&cut& re/rs to 111e speci/icrrtionsprovi&d itt the ciocunrenfution, 
EMEA/adhccHMPWG/1 lJ/9S 2/13 

QEMEA 1998 
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In the case of a herbal drug preparation produced by steps whiclr aceed contminutiolt alld 
reduction, ttre nature and concentration of the solvent and the ptlysical state of the extract Jla*e 
to be given. Furttrermore the following Jras to be indicated: 

either (i) the equivalent quantity x -3 “I, or the ratio a - b: I’*’ of the herbal drug to the herbal 
drug preparation shall be stated if constituents with known therapeutic activity are 
unknown (this does not apply to fatty or essential oils). 

or (ii) if ttte constituents rvittr known tlrerapeutic actisity are known, the quantity of the 
herbal drug preparation may be given as a range corresponding to a defined quantity of 
ttrese cktituents (see esample). 

The coniposition of any solvent or solvent misture and the physical state of the estract must be 
indicated. 

(- 

_ *If any other substance is added during the manufacture of the herbal drug preparation to adjust the 
Jterbal drug preparation to a defined content of constituents with kno\w therapeutic activity, or for 
any other purpose, the added substance must be mentioned as an “other substance” and the genuine 
estract as the “active substance”. 

EXAMPLE 

9 Active substance 

Ns 
Valerianae radix 
dv estract ethanolic 60% (VWI 
(a - b : 1) 
or 
IWeriarrae rarlis 
d? extract ethanolic 60% (Efi7 

Ouantit\ 
125 mg 

125 xng 
equivalent to s -y ng Valeriane radix 

Other substance(s) 
NclJ?le 

or 
I -.,.. 

ii) Active substance 

Name Ouantifi 
Sennae folium SO-65 mg, corresponding to 12.5 mg of 
dn- extract ethanolic 60% (VA9 hydrosvanthracene gl\-cosides, calculated as 
(a - b: 1) Sennoside B 

Other substance(sl 
Name 
. . . 

B. DESCRIPTION OF THE METHOD OF PREPARATION 
_. 

The manufacturing process \\-ithin the meaning of this section is the preparation of the finished 

product from herbal drug(s) or herbal drug preparatioir(s). The description should include details of 

ttre process together witJ1 ttre controls esercised. TJtis section slxould be in accordance wittz the 
“Note for GuicJatlce on Manufacture of tttefittislted dosage form ” (CPMP/Q?WW86/95). If IrerbaI 
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drug preparations are the starting material, the manufacture of the hef%ai drug preparations and heir 
controls do not belong under this section but under section C. 

C. CONTROL OF STARTING MATERLALS 

1) Control of the Jrerbal drug and of Jrerbal drug preparations 

l Corltrol of the herbal drug 
_ 

A comprehensive specificariort for each Jrerbal drug must be submitted, even ifhe starting ma&al & 
a‘herbaf drug preparation. This also applies if the applicant iS not the manufacturer of&e preparation. 
In the case of’ fatty or essential oils used as ache subshnces of h&b& me&&al products, a 

‘specification for the Jterbal drug is required unless ful!)* jus#ed. The scientific name of the parent 
plant and its part(s) have to be stated. 

-If no monograph’for the herbal drug is given in a Pharnlacopcka referred to h Directive 7j/3] ~/EEC, 
hnes 1, a comprehensir-e specification on the herbal drug must be supplied and should be set out h 
the same way where practicable, as the monographs on herbal drugs in the European Pha~acop&a. 
This should include the botanical name and authori and the common name if used for kJA~g 
purposes. Information on the site of collection, the time of hanesting and stage of growth, treatment 
during gro\\th \vith pesticides etc., and dning and storage conditions should be included if possible. 
The compreJ~er&e specificarion should be established on the basis of recent scientific data. In the 
case of JterbaJ drugs with constituents of known therapeutic activic, assays of their content (with test 
procedure) are required. The content must be included as a range, so as to ensure reproducibility of the 
quality of the finished product. III rite case of Jterbal drugs where consiituents of known tlrerapeutic 
a&ily are not known, assays of marker substances (wirlt test procedure) are required. The cltoice 
of marke;s should be justified. 

As a general rule, Jterbal drugs must be tested for microbiological quality and for residues of 
pesticides and fumigation agents, tosic metals, likely contaminants and adulterants, etc., unless 
otherwise justified. Radioactivity should be rested if there are reasons for concerns. Specifications 
and descriptions of the analytical procedures must be submitted, together with the limits applied. 
Ana~~*ticaI procedures not gisert in a Pi~armacopoeia sl~ould be validated in accordance with the 
ICH guideline “ Validation of ana@tical procedures: metlrodologf (CPMP4CH/281#5). 

Reference samples of the kerbal drugs must be available for use in comparative tests e.g. macro and 
microscopic esamination, chromatography etc. 

l Conlrol of herbal drug preparations 

If the herbal medicinal product contains not the Jrerbal drug itself but a preparation, the 
contpreltensise specification on the Jterbal drug must be followed by a description and validation of 
the manufac&ng process for the herbal drug preparation. Tlte information may be supplied eiilter as 
pari of rlie markehg authorisatiorr applicariolr or usin, 0 tire European Drug Master File procedure. 
If rJre Jotter js cJrosen rJ!e documenlalion should be submhed in accorJance witlt tlte Note for 
Gilidance “European Drug Jfasler File Procedure for Ache Subslances” (Eudra@3/OIic). 

For each ‘Jt&baJ drug preparation, a compreltensise specificalion must be submitted. This must be 
established on the basis of recent scientific data and must give particulars of the characteristics, 
identification tests and purity tests. This has to be done e.g.’ by different appropriate chromatographic 
niethods. If deemed necessary by the results of the analysis of the starting material, tests on 
microbiological quality, residues of pesticides, fumigation agents, solvents and tosic metals have to be 
carried out. RaJioacti\lty s]tould be rested if l?lere are reasons for concerns. Quantitative 
&termination (assal.) of markers or of substances witI krro~r tlrerapeutic actisi[~* is required. The 
content must be indicated \vith the lotvest possible tolerance. The test methods must be described in 
detail. 

EhlEAladhocHMPWG/l l-4/98 l/l5 
GEMEA 1998 
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’ If preparations from drugs with constituents of knonn therapeutic activin are standardised (i.e. ? 
adjusted to a clefned conlart of constituents n-ith knotin therapeutic activity)-it must be stated how 
such standardisation is achieved. If another substance is used for this purpose, it is necessa? to 
specify as a range the quantity that can be added. 

2) Conrrot of excipients 

Escipienrs inctudini those added during tlte manufaclure of the herbbt drug preparations should 
be described according to tire “Note for Guidance on Ekcipienrs in tile dossier for application for 
marketing autirorisatioh of a medicinal product” (Eudra/&9l/Ol5). 

., ,; ,.-, 

D. C&kOi ~i&S CA$UED OUT A? AN $ERMEDL&-SfkE OF niE hhNUF~CtiG 
PROCESSOFTHEFI'NISHE~~~R~J~~.~~' ..r <.'.lrll..-. ". ."/ ^, . ,.I,.,'"., _ v .‘. ;c_ ,, 

._' 
_ .Details of all control tests with details of test procedures and limits applied at any intermediate stages 

of the manufacturing processes are required, especially if these tests cannot be done in the finishec i 

E. CONTROLTESTSONTHEFINISHEDPRODUCT 

TJlis section should be in accordance with the “Note for Guidance on Specijkations and control 
tests ‘&I tire firrislred product” (Eudra/Qfl1/020) and tlte ana&icat procedures should be satidPted 
according to rite ICH guideline “Validation of ana!~ticat procedures: methodology” 
(CPXPLCH/281/95.). 

The control tests on the finished product must be such as to allow the qualitative and quantitative 
determination of the composition of the active substances and a, specification has to be given which 
may be done by using markers if constituents with known therapeutic activity are unkno\m. In the 
case of herbal drugs or herbal drug preparations with constituents of knoim therapeutic activity, these 
constituents must also be specified and quantitatil.elJ* detemtined. 

If a herbal medicinal product contains several herbal drugs or preparations of several herbal drugs 
and if it is not possible to perform a quantitative determination of each active substance, the 
determination may be carried out jointly for several active subsrances. The need for this procedure 
must be justified. 

Tlte criteria given by tire European Pltarmacopoeia to ensure the microbiological quali!,l slrould be 
applied unless jusrifed. 

F. STABILITYTESTS 

Tltis section sltoutd be in accordance willt the “‘Arote for Guidance on Slability testing of new ache 
subsrlinces and nredicir~at products” (Eudra/Q/P2/021) and tlte “A’ote for Guidance on stabili?, 
resting of e&ring actir*e Subslakes and ~etaredfinishedproducts” (CPLIfP/QM?/556f16). 
Since the herbal drug or herbal drug preparation in its entirety is regarded as the active substance, a 
mere determination of the stability of the constituents with know therapeutic activity will not SUfflCe. 

It must also be shown, as far as possible e.g. by means of appropriate fingerprint chromatograrns, that 
other substances present in the herbal drug or in the herbal drug preparation are likenise stable and 
that their proportional content remains constant. 

If a herbal nr&-3na/ product contains several herbal drugs or preparations of several herbal drugs 
and if it is not possible to determine the stabilit!. of each active subsrance, the stability of the 
medicinal product should be determined b! appropriate fingerprint chromatograms, appropriate 
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* overall methods ot assay and ph\xcal and sensor)’ tests or other appropriate tests, T]te 
. appropriateness of tlte tests shall be justified by the applicant. 

In tire case of Jterbal drug preparations containing co&tituents with known therapeutic a&$9, tJ#e 
limit slrould be f 3% of tlte initial assaj value unless julclified In tlte case of cons&umts rvitJrout 
known tlrerapeudc activity, a limii of *IO% of the initial assay value can be aaepted ifjustified by 

I, .: g .;,qq rlre applicant. l3ese criteria shall app!y fo tlte stabiliq testing of a&se substances in Jike manner. 

.; qL$,&;J , I <‘ ,... *.-. ,. , 

.’ 

. 
‘. 

:: 
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n Herbal 
drugs or herbal drug preparations. 

medicinal uroducts are medicinal products containing as active substances esclusivelv herbal .*> _Il,_Y_ “(3 

Herbal drugs are pJants’-’ or part of plants in an unprocessed state, wlticlt are used for a medicinal 
or pltarmckeutical purpose. A JlerbaJ drug or a preparation thereof is regarded as one active 
substance in its entirety whether or not the constituents with therapeutic activity are knonn. 

^. 
Herbal drug D * renarations are cornminuted or powdered JrerbaJ drugs, extracts, tinctures, fitt~ or 

_ -essential oils, expressed juices, processed resitts or gums, etc...prepared from Jterbal drugs,*and 
preparations whose production involves a fractionation, purification or concentration process. 
However, chemically defined isolated constituents or their misture are not Jrerbal drug preparations. 
‘Other c&lportents such as solvents, diluents, presewatives may form part of Jterbal drug preparations. 
These components must be declared. 

Constituents \vith known therapeutic activity are chemically defined substances or groups of 
substances which are ,oeneral!r accepted to contribute substantial@ to the therapeutic activity of a 
Jrerbal drug or of a preparation. 

Markers are chemically defined constituents of a herbal drug which are of interest for control 
purposes independent of wlletlrer tltey have any therapeutic actidy or not. Markers may serve to 
caMate the quantity of Jrerbal drug or preparation in the finished product if that marker has been 
quantitatively determined in the herbal drug or preparation when the starting materials were tested. 

Stailrfurtlisntion(**) means arljustin,o tlte Jterbal drug preparation to a defined content of a 
constituent or a group of substances with known tllerapeutic activity respectisellf by arlJirtg 
txcipiettts or by nGrt,o Jlerbal drugs or herbal dru,a preparatiofts (e 
European Pltarntacopoeia). 

.g. standardised extract froL72 the 

! -_... 

i” Tholloph,*tes especially licJ;etts, Jli,nJrer fungi and algae, are included in like manner 
‘“‘In some nlen:ber States tlte expression ” standardisation ” is used on a )lational Imel to &scribe 

all measures wlriclt are taken durin,o tlte nta~tr~facturitl,o process and quality control leading to a 
reproducible quality 
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PROPOSAL FOR ;VEW GUIDANCE 

“Non-clir+cal testing of h&bal drug preparations 
-with long-term marketing experience” 

. Guidance to facili%e mutual recognition and use of bibliographic data “_ ,., - I .,., i -.-.: ,-: ‘j .,. _. . . i’. ,, ._.. ., 

LYTRODUCTJOS 

Article 4 point 8 a) ii) of Council Directive 65/65/EEC makes- it clear thatthe applicant shall not be 

. 
required to provide the results of phamracological and tosicological tests if he can demonstrate b) 
detailed reference to published scientific literature presented in accordance &Ii ‘the second paragraph 
of Article 1 of Council’Directive 7XlXfEEC th’at.,~tfie’cijnstituentis)-ofthe m&j’&inal product have a 
well-established medicinal use, with recognised efficacy a&l %I &ceptable ‘level of safetv ns 
regulation in no way relaxes the requirements of proof of safee set out b\v the Annex to Council 
Directive 7% 1’8/EEC. All aspects must be covered by appropriate bibliographic data and the expert 

_ report. 

(- 

Published non-clinical tests for well-established herbal drug preparations are‘often incomplete or not 
in accordance with today’s state of the art. Well-presented clinical esperience (with regard to the time 
and estent of use in humans) as well as post-marketing esperience gained by wide spread use in 
humans contribute to the avoidance of unnecessary tests in animals. Protection of animals should be 
taken into consideration when requesting nonclinical testing of well-established herbal drug 
preparations (86/609/EEC). Studies that do not agree with the current state of the art (e.g. GLP- 
‘confomrity), should be judged ‘for credibility; subsequent demands that could lead to a “blind” 
repetition of animal experiments should be avoided. In particular, it should be assessed whether the 
observed effects in animals studies would modify the benefit/risk assessment and would lead to a 
negative decision for the granting of a Marketing Authorisation. 

In cases of reasonable suspicion, additional appropriate non-clinical tests can be requested. 

X0XCLINICAL TESTIKG 

\\here there is sufficient espericnce a\.ailabIe in humans, single dose and repeated dose tosicity, 
immunotosici~ as IveIl as local tolerance testing of well-established herbal drug preparations is not 
necessary. Likelvise, phamlacological tests including safee phamlacology and pharmacokinetics are 
not necessary. The espert report must address these aspects and give the grounds why the documented 
medical esperience justifies a safe use of the herbal drug preparation. 

c son-clinical testing of well-established herbal drug preparations should be directed towards the stud! 
_ -. . . of effects that are difficult, even impossible to detect clinicah~.. These effects would include toxiciF to 

reproduction, genotosicity and carcinogenicity. 

Reproductive tosicological investigations regarding fernlit>: are generahy not necessary, insofar as 
there are no grounds for suspicion that would necessitate testms. . . 

The reproductive tosicological potential with regard to embco-foetal and peri-post-natal development 
: .:, ,: 

*‘” j 

_, --y-. _ ,. 

is to be clarified. Reproductive tosicity data are available for many old substances, hoivever, these 
data are often not reliable. A repetition of the tests is onI>* justified m cases in which the significance 

. of the results is not clear and there are grounds for suspicion. Reproductive ‘tosicological tests in 
animals are not necessaF if one of the following criteria is fulfilled: 

l Results from epidemiological data of adequate poiver or post-marketing safe5 studies are available. 

l Results from imrestigations in pregnant women and neonates are present. 

l The medicinal product is not intended to be used in women of child-bearing age or during 
pregnancy. and lactation. 
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The genotosic potential of herbal drug preparations should be clarified. 

_. 
,, ;;.:.!w .,) +a, ,..a-.r 
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k repetition of the studies is only required in cases in ivhich the significance of the results is unclear or 
_ ,_ ,.q:,* rfi r..“e.,r:.. ; ..~,~~~~~,‘ , 

they yield grounds for suspicion. Positive findings for one herbal drug preparation or for substances 
,;G:; ;” : > ” ..?A! L i ;a, _ ,x&.~~ 

from one chemical class can frequently be estrapolated to another herba drug preparation \\-ithout 
. . “.,s,y7 ;;,.:--. 

necessitating further testing. 
*,.L .‘Z _’ 
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It is recommended to first perfoml in vitro tests for substances in which the genotosicity tests are 
, .&;.c<TYy,! “‘ ,, ~,&~,-,..$~ .j I 

insufficrent~ Substances with negative results in titro also exhibit negative results in v&o in the 
.y-y;gt. &> 
: .f;;f:*l; d 

majority of cases. In cases in which positive results in vitro are present, these are to be clarified b! 

,,,~{+;&z .,*“‘-“.,,a, i, ,, ,’ ‘;“. ;‘*p,q ” ,1 
way of appropriate investigations, mainly in vim (CPMP Note for Guidance on genotosic& a 

..<Qpz 4 .,jqL$$$. ;:I 
standard battery for genotosicit:\ testing of pharmaceuticals (CPMPflCWl74/95), CPLMP Note: for 

_ -Guidance on genotosicity guidance on specific aspects of regulatory genotosiciq tests for 
,. ” -.., .i , ~ . . . . .-..: 

phamlaceuticals (CPMPACW141/95) and OECD 1995). 
i “.:.‘c..q 

T ‘! 

‘, 2 

It is appropriate to assess genotosicity initially in a bacterial reverse mutation test using a test batten 
of different bacterial strains and metabolic actnation (s. CPMP/ICH and QECD Guidelines). This test 
has been showi to detect relevant genetic changes and the majori% ofgenotosic rodent carcinogens. If 
positive results can not be clearly attributed to specific constituents with a w&established safem- 
profile (e.g. Quercetin) additional in vitro and, if necessary, in viva studies should be performed. A &- 
operative approach is encouraged to investigate herbal drug preparations with the same specification. 

Carcinogenicit? studies are not needed in cases where there is no suspicion for a carcinogenic 
potential (Council Directive 75/318/EEC of 20 May 1975: Part 3, IIE. Carcinogenic Potential; CPMP 
Note for Guidance on the need for carcinogenicity studies of pharmaceuticals (CPMP/TCH/140/95) 
CPMP Note for Guidance on carcinogenicity: testing for carcinogeniciw of pharmaceutical; 
(CPMP/ICW299/95), Addendum to Note for Guidance on dose selection for cakinogenicic studies of 
phamweuticals: addition of a limit dose and related notes (CPMP/lCW366/96)). 

). 
Even a positive suspicion of a carcinogenic effect of an well-established herbal drug preparation does 
not necessariIy require a study to be perfomled. The folloxing considerations should be included in 
the assessment: 

l Is the suspicion based on positive results of genotosicity studies and can it be clarified in further 
genotosicity studies, mainl!. i/t vivo? 

a. .z<. 
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* Is there sufficient epidemiological esperience in humans that could refute the suspicion? 

EXPERT REPORT 

_ . The espert is obliged to point out the necessity. or not of non-clinica testing for the herbal drug 
r- preparation. Plausible presentation of the facts contributes to the acceptance of the apphcation for 

marketing authorisation and facilitates the evaluation performed by the authorities. 
The espert should discuss available published tosicological data on closely related herbal drug 
preparations, different parts of the plant, data on related species of the same genus or plant family. If 
there are tosicoIogica1 data on well-defined constituents of a herbal drugs preparation, the espert 
should discuss the relevance of these data f the safety-assessment of the herbal drug preparation. 




